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[AH#9] 

[cn£iej] 

IH3(3S)a] 

[ea(3S)?i 
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£ISaA|^^S| 92 ^SSA|Sf^S| H|23S°I 

^uoii 2imoi ?i2i- aoi d^sua. 
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1011101 ooooooooooooo 



A] 

Al- 




£J AF & 







[JIIMXU 2002.10.18 

[atasi ai^DiiEi&siJHtia his&b 

SSSS] IMPROVED METH00 FOR THE PREPARATION OF RISPERIDONE 

[SSI S>Q|SfSS2l ^UAI 
1-1998-004411-2 

[CHBICJ] 

[33] 0\mM 

[CHBI&13H] 9-1999-000366-5 . 
[Sl^me^SS] 1 999-056327-8 
[CH SI fill 

[CH£|ei3H] 9-1998-000514-8 
[£l?IS§^ai) 1999-023919-6 

[£9S| gga^l) KIM, Nam Du 
I^eJg^am] 690725-1345515 
447-290 

[^4] 3Z>|£ 26iAI ^S§ 519SA1 3S 
1^3) KR 
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SSa;|] LEE, Jae Heon 

[^eis^es] 66O614-1031411 

449-846 

gojAI 1028 #*0H*e 611-1201 

KR 

[£32| ^SS^I] 0|^£j 

g^SUIl LEE , Moon Sub 
[^EIS^HS] 741007-1449514 
306-200 

t^l CHS#2*A| CH^^? ggg 72-9 
[^3] KR 

S^H^I] CHANG . Young Ki I 
[^SJg^ejs] 591026-1037413 

138-180 

MmmmM. $w=? §s§ 34-4 

[^3] KR 

l£9°J S^S^I] LEE.Gwan Sun 
600110-1471553 
[?eS5] 138-739 

MmmmM $w=? 2.^m ^-mom^ 3-404 

[^] KR 




cHEiej omu (en 

CHBiei (21) 

19 3 29,000 €! 

[?f^sasi o a o si 

o a o a 

[£JAHJ^S] 6 & h 301,000 S 

330,000 a 
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^sfls}^ 7fl-^€ afl^lH 3^3L, 20 40%^ <£z};E] ^-g-^n ^ofl 

^*>^ 7l#S-l ^ofl «]€fl ^-3*Rr 5}-*}-*] IS) 

1] 
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5. 1 



19-2 



I 



I 



a] ^.<q 7 fl^^ *)] IMPROVED METHOD FOR THE PREPARATION OF 

RISPERIDONE} 



3 ^(%)^ £3- zz.HflH.-I- 

[«^©1 #*Rr 7]^o> ^ -l §.6>^ ^Hfl7l^] 

°i -£t=f #3-^) Ja^-irS. *fl^Rr 7fl*}£ 3H^-. 

^#(3-[2-[4-(6-#^^--l,2-teol^Al-^-3-^)-l-2|3i]sl^^]^m]- 

6 , 7 , 8 , 9-31 H B>*H 1-4H-2} £| JE [ 1 , 2-a] *\ e) * 1 , ^ 41 t # 
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•) 



I 



s|-«H 1 




7}^2) *}^*\}^ tfl^ H^(dopamine) D 2 21M|3.*1 , $4, 

AV^ofl, ^7^, cq^ ^-32}- 7^ ^Aj-cq *|jL6)]i=. -a-Jr^, ^p>^ 

emotional blunting), tflg)-^-£| (alogia) , ^Vs)^ ^^(social withdrawal) ^ 
n>o] c>u|^ -g-A^ ^01 ol 5^ Afl^Sid (serotonin) 5-HT 2 

7]^^ ^4}^ 4-§-^ 15 t-fl^l 20%^ ^Afl^ol 03 ^-g- ^.^b.]^ 

n, E^B^^r ^-g-g: ^^2] 7}^o] ^c L ^ t M]3-5L\±^ £ 

1?)-J 




^ ^-1>^"i- - > r*S*>7l nfl^-o] ^o.^ oj- s ^ 2 
5-1 ^ 1^ al^^^^-i: *fl^Kr 3*1) 4^ SEtb 35% 

5E*k -s^l ^^fl^ja *||W0 01/85731i«flfe, ^Mtb aW -^^} 



<r#)£r ^^^1 55% ^S.^ -i-^Vrf. 

tb^, tfl^^ 4^ 71196-9435^, *>7l 2*fl M-Ej-Vfl Tj-o] , ^ 

[£b§-^ 2] 




°1 ^ SE^ ^^)^°J fc^Shg-C^* 77%)4 S(|«:^-g-(^£ 53%) ^.S. o]^. 
<H3 $*q ^o] 45%o11 ^^o) ^i^.u].Eft A>4^- 



! ) 

*H 2 ,050, 0693:4] tq-sig, §> 7 ] i£-g-^ 3<^1 ^-M^A w}<4 go), 

-i: 5^1 ^l^tlr °1» ^1^1^ 1^1 
[£-§--±1 3] 




°1 ^^"g-^1 A>-§-^fe <^7]Sl -{f^-g-^ofl Clltl" ^ -§"*1|SL 

o]l 7l°l*>oJ A^g. f^fe #£7> -B^, ^£ 5}.*po 7^ ^ j^-g. 

o] JL^o) ^-g-^c^ Q}*- £-*j]S|<>| ^^-§-3.1 63%3- -R-^l-g-nfl 

isflo] 2< 074 , 966 3.^, «}-g-^ 441 M-Bl-HH ti V4 £°1 , 9 





-^-^^ el^lBlS.^ 71^3-1 ^ofl «1*H ^.cf ^>^> 

^"71 -E-^ofl rcj-e} ^oflA^, 20 40%3-l ^S-l ^-g-^ *}7] 

2^ ^ ^V7l S\-^ 102] ^5.ofll5l|^P|^l ^-^"1-311- 7><iW>-§- 




1Q-R 



1 




#7] q<^*\, 

£ f^ofl nj-s. 3^ ^3 &-§~&3.# ^£(20 40%) 3 

^r-M ^°*M ^-§-^1^^-^ #31* -§r3£Rr l^-§-4 *0€ 

£ 2^ J^S(2,4-i=l#*£.3>| 1 d(4-3*|*l|Ej 

39-9 



6,7,8,9-^H^HH.S.-2-^€-4H-5i1Sl£[l,2-a]3£lelnlia-4-^r)^: *R ^ 
*H4,485,1072. ^ 44,804,663^1 #^°f) 44 -g-ol^l z\)^\7]^, 

^ 3* ^°g*H ^~§-§ ^ $44. 

1.0 ^^1 2.0 ti>^-3]5r>7im 1.1 *fl*l 1.3 *?H3=4 4-§-^; ^ O^Cf. 

Sth 4-§-4£r ^-g-<*}4 %-5L±r 20 ^4 40%, 4^3^] 

30% ^4^1, ^ E7 > 20%iL4 ^ ^^Ml^r ^>#°1 4^ ^g-o] 
^-*f = 44 20 vfl*l 40% ^"IH^ fe-^r ^-fr-g- -R-4^Kn. 40%€- 2:4 
■&>^^i *r-§r°l 34 <i<H*l4. ,^^^1 ^*fl3<?l «*|3.*r 4^5}-4H-§-, ^<fc>3^ 

^r^^# ^ °1»4 ^^-l-^ * ^ 9131, ZL ^ ^sf^oi 
#4 ^el ^r-§- 6 -^ s^-^M 24 :§W§- l.Og ^ 5 15ml, 4^4*Ml^r 

7 vfl^l umisl ^o.s. A>^--t ^ &4. 

#4 100 *-fl4 140r, 4^4^-^ 110 vfl*| 130°C<H14 1 tfl4 64 

*h 4^344^ 1.5 ifl*l 34?> ^oj- ^ o^rf. 

44 ^4 *&1H 42^, 4^4 #-§-^ 71^1^ 7)2,$] ^ofl 

4*1) *V ^^l^S-S. l^-«&-§-4 444-§--8r -§-4*fl *HB«H ^sHr 4^43 
€--§: 80% 4 aVo| -g.44.7fl *fl^ ^ $1-° 4, *lll^-§- f-sfl ^-<LV#^ 

4 4^: ^ &4 99.5% 4^4 al^£^ 4^14^-i: -^^f ^ &4. 

44. ^-i- €*HH ^1444 H4 #444 ^4^4 44, o}± 

£ t^4 4 4-§"4 4*fl# #71 4$ ^o)T*\ £ igrgo] ^s% 7} oil- 
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A) l-6>^^-4-(2,4-^Wi?-S.€2:«a)3f|^Blia^ aflS 

li3 .c]t = ^^ 67g ^ WWl* 133g^ 150m HI 7>*> 

51 vg^-Alfl t]-*, o^H clfSSi^V 50ml f^l 1-^1-4-^ 4 3 3 
«SUWE. 98g* -M* ^7RV ***H 3AR> * 

200ml5L MM****. Wt^k W^^)^^ aa* 
c^o} -g-cfl-i- ^^Al^ s.^ SHfr# 55.9g(^: 41%)* ^r^VS^. 

6N 190m H 7H>Jl 5ARV ana******. #tf*HH * 

=-*}ZL, $a$# 2-£Stl: 200ml * 7V*}uL ^ 

;fl3i*H -^H 46.6g(^: 85%)* ^r^V^- 

C) 2, 4rt)#*£SJfl*<4-3W 3^)1*^8: 4^ *H^-§^H^ * 

#7] ^3fl B)«H 2,4-^11-^3.^^(4-^^^^^)^^ *V°1SS 

*3.sHH. 30g ^ h>o1jcs.^o>^ *|.ol2=a#S3HH 30g* 41 ^r* 50m H 7>^ 
jl s^V^H N.N-cH^^^V* 6 ^ 29.5ml* ^7>^V 3*13 ^<?> 7} 
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t^*}^. *h-^#* ^ £2^] 

3 ^ -^3 3W# 26.4g(^: 96%)* ^*B*4. 

*HS<i 2 : 3-(2-l-S.S.o1]^)-6 > 7,8,9-BflSeH>olJ^S.-2-^€-4H-s|e|£.[l,2-a]3l 

&i ^m-4-^(sh^-^! io^ ^i-)^ ^ 

A) 3-(2-#S.Sofll)-2-^^-4H-5ilel£[l I 2-a]3£|e)pl ^-4-^ 
2-6HM^^l 40g ^ 3-6Hl^-4,5-^|^l^S.-2(3H)-^^ 75ml ♦ -I~¥-«?fl 

l.OL^l ^7>b->J1 ^l^s^ 200ml » £H ^7>*V ^, A^is-] 

^fiLl^o] ^#ofl ^-ZL ( *]#^ ^* l^ltSSl^ 
1.0LS. ^ ^2: ^ ^^VSi^. ^^HH ^#SS.^m-ir *fl 7i SKu, 

A>ofl oliHi^ 500m 11- 7]- ^, ^4, 43 ^ ?d^><*| *1«J] 

^ £3 #3 s.^ 5^1- 48.1g(^#: 52%)* ^^>Si4. 

B) 3-(2-#S.^.oll € )-6 , 7, 8 , 9-3] ^S-2-ofl ^-4H-^ €\ JE [ 1 , 2-a] s| 3 

^-741 A)°11 A i 3-(2-#SS.ofl^)-2-^]^-4H-^el£[l > 2-a]3le|^ 
28g* 6N ^-§- 0 ^ 90ml ^1 -§-*fl^l^l tf*. ^-^S^ 2.8g* 7}*>jl 

*}£°1H 35psi^l 8*1 ?i ^°J: ^is}- *}-§-* ^r s S*>^^. ^-fr^i* 

^4*>j1 °i^* ##*HH t}-§- 200ml 1- 

7Vtb ^. J^l* <^4*U ^5:*H ^3 25.1g(^r 

#: 90%)* 4^1-^-. 

19-1'.? 



) 



) 



<#7] m&<$ 1 ^ 2<HH 2, 4-31^^1 ^(4-3^2]^)^ 

£r ^ «H^3.#3.3MS. 2.77g 3-(2-©S.S^^)-6,7,8,9-^HH2l-^l=S.- 
2-^1^-4H-3X)el£[l 1 2-a]^&|^m-4-^r 2.26g€ 30% =r-§-^ 27mHl 7> 

is^H, 120 ifl*l 130 M ^£oflAi 90£?1 H^>^cf. £-§-««^ ^SL* 
v£^ul o^s^ £}■£■, N,N-^"i]ilf44°]H 16m HI %7}-&\3X^. 

^^-cfl^ 80°CS. ^^1^ 5^-?l 31*1^ ^ ^gr-°~5- ^^l^ 1 ^. 
*!#^ ^3)-§r o^}jl # 5mlS- Afl^^| * ^2:«H «H £3 #3 ^"3 
3.39g(^: 82%)-i- ^^St^K 

: 167- 169 °C 

: 99.7% (HPLC) 

J H-NMR (300MHz, CDC1 3 ) : 6 7.65-7.61(m,lH) , 7.18-7. 14(m,lH), 7 .00-6.94(m, 1H) , 

3.87-3.83(m,2H), 3. 12-3.07(m,2H) , 2.97-3.02(m,lH), 2.81-2.76(m,2H) , 2.71- 
2.66(m,2H), 2.48-2.43(m,2H) , 2.23(s,3H), 2.34-2. 19(m,2H) , 2.05-2.01(m.4H) , 
1.87-1.79(m,4H). 

^7l ^isofl 1 $ 24M *fla« 2.4-3#^S^(4-3qjiflB)cJ^H^ 

-& ^ ^}ol = S.#S.E]-olH 2.77g ^ 3-(2-t 5.S.ofl^)-6 ,7,8,9- BflHB>*>ol 
2-^-4H-^5l:£[l,2-a]2l 5^^-4-8: 2.26g-§: 40% -r^^:# 27ml°fl 7> 
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-&}JL, 120 ^) 130V 2] -£5L°\}*\ 90£# H^Hr}^. ^-§-°-^ ^^-S. 
\£^5L ^n}^ 4*. ^€ ^*fl» N.N-3i«aE#6>wH2= 16m HI $7>*}£4. 

3.27g(^#: 80%)* ^a>}<%t±. 

^ 'H-NMR tfM^fe ^7] <g*H 14 ^-<a*>5|l^. 

^£ : 99.5% (HPLC). 

til^ioj] : ^^j) s.^^. 7 i]^ *fl W 0 01/85731^1 ^>€- ^3Jfle|=.^ 

A) 4-(6-l-^S-l 1 2-^^o)^AV^-3-^)-^^^cl(5|-«l-^ 3^ 

<#7] l<=>fH *f|S^ 2,4-^#^^mC4-^l^m)^ 1 &-fr ^ s> 

6l = 3.e3.aW£. 5 .52g* 50% t-M 25m H 7V*}J1 4*1*1: ^§-<& ^^f- 

Al^cf. o^, tiV^-oflo] ^-j. #£.0.5. 25m IS. # ^#t!r ^, 

«HM ^171*>J1, *3<3€ :H*lHl 20ml » 7>*>al zfl^SM *W 3=8 

SsJ-tH: 3.29g(^r^r: 75%(£-^# -r^r 76%))* ^r^VS^. 

*H NMR (300MHz, CDC1 3 ) : 6 7.67-7.71(m,lH), 7.22-7.26(m,lH) , 6.97-7.09(m, 1H) , 

3.16-3.27(m,3H), 1.92-2.08(m.4H) . 

B) el^e]^ ^ 
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) 



) 



2.27g ^ -^71 *ll2:oi| 2<HH 4^ 3-(2-#S.S.^l€)-6,7,8 1 9-HllBe|-^>olSS.-2- 
xiJ|^-4H-3E|Bl£[l,2-a] s|eM^-4-£ 2.26g* Na 2 C0 3 2.25g°l 1" 12m H -g-*fl€ * 

^ofl 7>-8r> JL , 85 ifl^l 90°C^ 4*1 # ^-o> 57ti]-s^4. ^-S-^-JE -J 

o.S. <*\A& Jl^fl* H,N-clilIf«H°lH 16m Ml ^7>^}^ 

4. ■^^ v ^* 5^# ^*1^T *=hg- #£r-2.3. ^H^l ^ 

4. ^^-i- <*)^1-Jl # 5m 13. ^l^tt 4- «H 

3.02g(^-§-: 73%(^# ^r€" 72%))* 4^S>53^. 
•g-$ £ 'h-NMR dlo|E^ <#7) 

-f#3^-§- -r-g-^N 10, 15 , 20 , 30 , 40 , 50 ^ 60%5- 71^*1 

Aj-7} ^ahi 13BJ- ^-i- yJ l Aj l £3 #3 bI^s^s-* *>7i a 1 



IS. 1] 



KOH 4= -8- en si 


10 


15 


20 


30 


40 


50 


60 




40 


67 


86 


91 


85 


72 


60 



#7i a i m 5. 13.43 £ -r sa^°i, *>-§-*>*r -r^^Tf- ^r-8-^S-l 

oil rc}E} B.liifllel^-^1 ^#ol -g-z^l fs}^, ^ofl 20 tfl^l 40% ^-5. 
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2] ^7} 10*3. ^^-g-^m STO*(3-*H 5^1 Sfl^W 

J^&#3>1 25% 7}*£ M^M, ^H7> 40% ol^ol s)^ 1°^^ a 

^Bflo] 60%<^l^fe €• 60%^ ^-ir^l ^€-4. 

til, * ^o^] n^C- -f^-fr JH1*M ^ 

ofl 4^ ^-§-4 7]^ 7l^fl^ ^r^r^r til^M *M 5. 2°ll 4 

4^&4. 



[5. 2] 



9- * 










p]^- *il4.804.663JL 


46 


76 


35 




72 


76 


55 


cfltV?!^- *« 96-94353: 


77 


58 


45 


>:gfl<?1 -g-^ *j|2.O5O 069:i: 


63 


85 


54 


^ 




3. *l*i8 


80% 



^-71^ *\s£\- & ^<£| t^Tfl 

1HH 3b ^l^S-S. ^#-§-4 all ^fl^H ^-^*Vfe 3 

a> # ^. ^ fl<H 99.5% o]a o 1-o] j7^£^ E]i3fl^|- ^ &4- 
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) 



[3?* 1] 

20 ifl*l 40%S] -r-S-^ *>7] 2^ Sj-WS: *>7) Sj-flH 

1 




o 



2] 
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1 



3joj-a- ^ o.s ^ y o v ^. 

all 1 ^ *fl 2 ^-ofl , 

[^T 1 * 4] 

*H l ^ sa°H , 

^-g-oji o. 2^1 l.Og # 5 vfl^l 15ml ^ °<f-^3- AV-g-^ 

[3^*8- 5] 

io^1 2^ s|-tf#* 7i^o.s i.o vflx| 2.0 

7>^ ti J-§-^r 100 vfl*l 140 rsl "T^*Hr 7 ASr ^±3, ti o V ^ • 
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